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Food and Drug Administration, HHS § 343.22 

years of age: oral dosage is 6.25 milli-
grams every 4 hours, not to exceed 37.5 
milligrams in 24 hours. 

[51 FR 35339, Oct. 2, 1986, as amended at 52 FR 
30057, Aug. 12, 1987; 54 FR 8509, Feb. 28, 1989; 
57 FR 58376, Dec. 9, 1992; 59 FR 4218, Jan. 28, 
1994; 59 FR 29174, June 3, 1994; 59 FR 36051, 
July 15, 1994] 

PART 343—INTERNAL ANALGESIC, 
ANTIPYRETIC, AND 
ANTIRHEUMATIC DRUG PROD-
UCTS FOR OVER-THE-COUNTER 
HUMAN USE 

Subpart A—General Provisions 

Sec. 
343.1 Scope. 
343.3 Definitions. 

Subpart B—Active Ingredients 

343.10 [Reserved] 
343.12 Cardiovascular active ingredients. 
343.13 Rheumatologic active ingredients. 
343.20 [Reserved] 
343.22 Permitted combinations of active in-

gredients for cardiovascular- 
rheumatologic use. 

Subpart C—Labeling 

343.50–343.60 [Reserved] 
343.80 Professional labeling. 

Subpart D—Testing Procedures 

343.90 Dissolution and drug release testing. 

AUTHORITY: 21 U.S.C. 321, 351, 352, 353, 355, 
360, 371. 

SOURCE: 63 FR 56814, Oct. 23, 1998, unless 
otherwise noted. 

Subpart A—General Provisions 

§ 343.1 Scope. 

(a) An over-the-counter analgesic- 
antipyretic drug product in a form 
suitable for oral administration is gen-
erally recognized as safe and effective 
and is not misbranded if it meets each 
of the conditions in this part in addi-
tion to each of the general conditions 
established in § 330.1 of this chapter. 

(b) References in this part to regu-
latory sections of the Code of Federal 
Regulations are to chapter I of title 21 
unless otherwise noted. 

§ 343.3 Definitions. 
As used in this part: 
Analgesic—antipyretic drug. An agent 

used to alleviate pain and to reduce 
fever. 

Cardiovascular drug. An agent used to 
prevent ischemic events. 

Rheumatologic drug. An agent used for 
the treatment of rheumatologic dis-
orders. 

Subpart B—Active Ingredients 
§ 343.10 [Reserved] 

§ 343.12 Cardiovascular active ingredi-
ents. 

(a) Aspirin. 
(b) Buffered aspirin. Aspirin identi-

fied in paragraph (a) of this section 
may be buffered with any antacid in-
gredient(s) identified in § 331.11 of this 
chapter provided that the finished 
product contains at least 1.9 milli-
equivalents of acid-neutralizing capac-
ity per 325 milligrams of aspirin as 
measured by the procedure provided in 
the United States Pharmacopeia 23/Na-
tional Formulary 18. 

§ 343.13 Rheumatologic active ingredi-
ents. 

(a) Aspirin. 
(b) Buffered aspirin. Aspirin identi-

fied in paragraph (a) of this section 
may be buffered with any antacid in-
gredient(s) identified in § 331.11 of this 
chapter provided that the finished 
product contains at least 1.9 milli-
equivalents of acid-neutralizing capac-
ity per 325 milligrams of aspirin as 
measured by the procedure provided in 
the United States Pharmacopeia 23/Na-
tional Formulary 18. 

§ 343.20 [Reserved] 

§ 343.22 Permitted combinations of ac-
tive ingredients for cardiovascular- 
rheumatologic use. 

Combinations containing aspirin 
must meet the standards of an accept-
able dissolution test, as set forth in 
§ 343.90. The following combinations are 
permitted: Aspirin identified in §§ 343.12 
and 343.13 may be combined with any 
antacid ingredient identified in § 331.11 
of this chapter or any combination of 
antacids permitted in accordance with 
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21 CFR Ch. I (4–1–16 Edition) §§ 343.50–343.60 

§ 331.10(a) of this chapter provided that 
the finished product meets the require-
ments of § 331.10 of this chapter and is 
marketed in a form intended for inges-
tion as a solution. 

Subpart C—Labeling 

§§ 343.50–343.60 [Reserved] 

§ 343.80 Professional labeling. 

The labeling of an over-the-counter 
drug product written for health profes-
sionals (but not for the general public) 
shall consist of the following: 

(a) For products containing aspirin 
identified in §§ 343.12 and 343.13 or per-
mitted combinations identified in § 343.22. 
(These products must meet United 
States Pharmacopeia (USP) standards 
for dissolution or drug release in 
§ 343.90.) 

(1) The labeling contains the fol-
lowing prescribing information under 
the heading ‘‘Comprehensive Pre-
scribing Information’’ and the sub-
headings ‘‘Description,’’ ‘‘Clinical 
Pharmacology,’’ ‘‘Clinical Studies,’’ 
‘‘Animal Toxicology,’’ ‘‘Indications and 
Usage,’’ ‘‘Contraindications,’’ ‘‘Warn-
ings,’’ ‘‘Precautions,’’ ‘‘Adverse Reac-
tions,’’ ‘‘Drug Abuse and Dependence,’’ 
‘‘Overdosage,’’ ‘‘Dosage and Adminis-
tration,’’ and ‘‘How Supplied’’ in the 
exact language and the exact order pro-
vided as follows: 

COMPREHENSIVE PRESCRIBING 
INFORMATION 

DESCRIPTION 

(Insert the proprietary name and the estab-
lished name (if any) of the drug, type of dosage 
form (followed by the phrase ‘‘for oral adminis-
tration’’), the established name(s) and quantity 
of the active ingredient(s) per dosage unit, the 
total sodium content in milligrams per dosage 
unit if the sodium content of a single rec-
ommended dose is 5 milligrams or more, the es-
tablished name(s) (in alphabetical order) of any 
inactive ingredient(s) which may cause an aller-
gic hypersensitivity reaction, the pharma-
cological or therapeutic class of the drug, and 
the chemical name(s) and structural formula(s) 
of the drug.) Aspirin is an odorless white, 
needle-like crystalline or powdery substance. 
When exposed to moisture, aspirin 
hydrolyzes into salicylic and acetic acids, 
and gives off a vinegary-odor. It is highly 
lipid soluble and slightly soluble in water. 

CLINICAL PHARMACOLOGY 

Mechanism of Action: Aspirin is a more po-
tent inhibitor of both prostaglandin syn-
thesis and platelet aggregation than other 
salicylic acid derivatives. The differences in 
activity between aspirin and salicylic acid 
are thought to be due to the acetyl group on 
the aspirin molecule. This acetyl group is re-
sponsible for the inactivation of cyclo- 
oxygenase via acetylation. 

PHARMACOKINETICS 

Absorption: In general, immediate release 
aspirin is well and completely absorbed from 
the gastrointestinal (GI) tract. Following ab-
sorption, aspirin is hydrolyzed to salicylic 
acid with peak plasma levels of salicylic acid 
occurring within 1–2 hours of dosing (see 
PHARMACOKINETICS—Metabolism). The rate of 
absorption from the GI tract is dependent 
upon the dosage form, the presence or ab-
sence of food, gastric pH (the presence or ab-
sence of GI antacids or buffering agents), and 
other physiologic factors. Enteric coated as-
pirin products are erratically absorbed from 
the GI tract. 

Distribution: Salicylic acid is widely dis-
tributed to all tissues and fluids in the body 
including the central nervous system (CNS), 
breast milk, and fetal tissues. The highest 
concentrations are found in the plasma, 
liver, renal cortex, heart, and lungs. The pro-
tein binding of salicylate is concentration- 
dependent, i.e., nonlinear. At low concentra-
tions (<100 micrograms/milliliter (μg/mL)), 
approximately 90 percent of plasma salicy-
late is bound to albumin while at higher con-
centrations (>400 μg/mL), only about 75 per-
cent is bound. The early signs of salicylic 
overdose (salicylism), including tinnitus 
(ringing in the ears), occur at plasma con-
centrations approximating 200 μg/mL. Severe 
toxic effects are associated with levels >400 
μg/mL. (See ADVERSE REACTIONS and OVER-
DOSAGE.) 

Metabolism: Aspirin is rapidly hydrolyzed 
in the plasma to salicylic acid such that 
plasma levels of aspirin are essentially 
undetectable 1–2 hours after dosing. Salicylic 
acid is primarily conjugated in the liver to 
form salicyluric acid, a phenolic glu-
curonide, an acyl glucuronide, and a number 
of minor metabolites. Salicylic acid has a 
plasma half-life of approximately 6 hours. 
Salicylate metabolism is saturable and total 
body clearance decreases at higher serum 
concentrations due to the limited ability of 
the liver to form both salicyluric acid and 
phenolic glucuronide. Following toxic doses 
(10–20 grams (g)), the plasma half-life may be 
increased to over 20 hours. 

Elimination: The elimination of salicylic 
acid follows zero order pharmacokinetics; 
(i.e., the rate of drug elimination is constant 
in relation to plasma concentration). Renal 
excretion of unchanged drug depends upon 
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